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LETTERS TO THE EDITOR
Neutrophil activation and
renal scarring
To the Editor: In their recently published manuscript,
Svensson et al present data that implicates dysfunctional
neutrophil responses in the initiation of renal scarring [1].
Using IL-8 receptor-deficient mice they have elegantly
shown that the disruption of neutrophil trafficking results
in prolongation of infection, abscess formation, retention
of neutrophils within the inflamed tissue, and eventually
progressive renal scarring. These are important findings
as they begin to address the central question of individ-
ual susceptibility to urinary tract infection, and provide a
mechanistic interpretation for findings of potential IL-8
receptor deficiency states in humans [2].
What these authors fail to acknowledge is that as early
as 1988 we proposed that aberrant activation of neu-
trophil respiratory burst activation and degranulation by
type I fimbriate uropathogenic Escherichia coli was a
key factor in the genesis of renal scarring [3, 4]. While
the model chosen would seem to have some advantages
over previous ones of ascending infection or direct injec-
tion, what the current study fails to address in these com-
promised animals is the relative importance of bacterial
virulence versus host susceptibility in contributing to uri-
nary tract infection (UTI) and renal scarring. These au-
thors have long acknowledged and published widely on
the importance of P-fimbriae in ascending infection and,
although initially skeptical [5, 6] despite the demonstra-
tion of their expression in vivo [7], have lately accepted
(without ever citing our work) the important virulence
enhancing properties of MS or type 1 fimbriae [8, 9].
While the data presented in this manuscript are impor-
tant, it must be accepted that these experiments are per-
formed in a uniquely susceptible host. It will be important
in future work to marry observations of host susceptibil-
ity to those on bacterial virulence, which will hopefully
provide a better understanding of the pathogenesis of
urinary tract and renal infection.
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Reply from the Authors
We have read with great interest the letter to the Ed-
itor by Drs. Topley, Steadman, and Williams, who have
made excellent contributions to UTI research. Exper-
imental models of renal scarring is a classic topic that
has attracted investigators like Drs. Heptinstall, Hodson,
Kass, Roberts, Miller, Silverblatt, Ransley, and others. It
has long been accepted that the neutrophil is at the heart
of this problem, and a number of approaches have been
taken to modulate neutrophil function in animal models,
and to study the outcome of infection. Such approaches
include steroids, anti-inflammatory substances, and oxy-
gen radical scavengers. Our references were limited to
early investigators who formulated the basic questions
about susceptibility, and the contribution of reflux to scar-
ring, but we apologize if this was a poor choice. We agree
that a fuller survey of the field of renal scarring research
and experimental models would be useful and timely, but
a review format might be more suitable to fully discuss
the many relevant questions.
Our study concerned the role of host genetics and
demonstrated that a single gene deficiency may cause sus-
ceptibility to renal scarring in the mouse. It would have
been desirable to explore the influence of bacterial viru-
lence factors on the scarring process in a susceptible host,
but as fimbrial expression was not investigated, no discus-
sion of type 1 or P fimbriae was called for. We fully agree
that both the microbe and the host must be considered in
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